Idiopathic pulmonary fibrosis (IPF) poses the greatest diagnostic challenge in the general context of interstitial lung diseases and, in particular, regarding interstitial pneumonias. (1) (2) (3) (4) That is due to the clinical, imaging and histological overlapping with other chronic fibrosing pneumonias in which the pattern of usual interstitial pneumonia (UIP) may occur, as in the case of chronic hypersensitivity pneumonitis or connective tissue diseases. (1, 4) A Fleischner Society document (5) defines the imaging diagnosis of IPF in cases with the presence of typical UIP and advocates the same diagnosis in cases of probable UIP only when there is no clinical indicator regarding environmental exposure or autoimmunity that would suggest the presence of another chronic fibrosing pneumonia. In such cases, the diagnostic work-up should proceed with the performance of a pulmonary biopsy. (5) The rigor of that evaluation protocol aligns the document (5) with international guidelines published in 2011, (1) which also recommend a more interventional strategy involving BAL and surgical lung biopsy in cases of probable UIP. Within the investigation of differential diagnosis of IPF, as is shown in this issue of the JBP, (6) researching the family context is highly relevant because that type of fibrosis tends to have a different evolution and therapeutic response profile, so any family relationship should always be documented in the diagnosis of interstitial lung disease.
In 2014, the results of two clinical trials of two different medications, pirfenidone (7) and nintedanib, (8) demonstrated a positive impact on the evolution of IPF by significantly reducing the decline in pulmonary function as measured by FVC, compared with a placebo, over the period of 52 weeks. Those two publications endure to this day as the greatest milestone in the evolution of the therapeutic approach to pulmonary interstitial diseases. For many years, combination therapy with corticosteroids and azathioprine, based on the mistaken context of persistent inflammation leading to fibrosis, and the subsequent addition of N-acetylcysteine, based on the idea that oxidative stress is a component of anomalous healing after alveolar epithelial damage with consequent extracellular matrix deposition and fibrosis progression, was used indiscriminately, which invariably led to the progression of the disease and to a mean survival rate of three years after diagnosis. (9, 10) Subsequently, it was shown that this therapy did not provide any benefits in patients with IPF, rather causing significant adverse effects because the triple-therapy arm of the study had to be stopped prematurely due to a significant number of hospitalizations and deaths compared with the other two therapeutic arms of the study (i.e. N-acetylcysteine and placebo). (11) Although the use of pirfenidone was approved in 2008 in Japan and 2011 in Europe, it was only after the study conducted by King Jr et al. (7) that its use was considered worldwide and approved in most countries, simultaneously with the use of nintedanib. At that time, patients finally had access to medications that could slow the progression of their disease, which resulted in longer survival with better quality of life, as well as greater preservation of their autonomy.
After the initial enthusiasm, doubts arose as to whether the combined use of pirfenidone and nintedanib would be beneficial to all patients with a diagnosis of IPF and whether they should be prescribed immediately after diagnosis, especially in patients that are still only mildly symptomatic and have preserved lung function. The data stratification from those trials (7, 8) left no doubt about the benefit of either drug, regardless of patient characteristics (i.e. age and gender), as well as independently of the stage of the disease according to FVC and DLCO values. (12) Effectively, when comparing patients with an FVC > 90% of the predicted value with those with lower values, it was found that the decline in pulmonary function was similar. The same result was achieved with the use of pirfenidone in patients with FVC > 80% of the predicted value compared with those with an FVC < 80% of the predicted value. These results support the benefit of early treatment in order to decelerate the progression of the disease as early as possible, which would require an equally early diagnosis. (13, 14) Similarly, regarding patients in more advanced stages of the disease (FVC < 50% of the predicted value), it was shown that they had a slower decline in pulmonary function, at a value that overlapped with that of patients at a better functional stage, after starting antifibrotic therapy. (15) After an initial period during which treated patients typically presented FVC between 50% and 80% of the predicted value, according to the inclusion criteria of some of the reported clinical trials, the results led to the current standard of prescribing antifibrotic therapy for any patient diagnosed with IPF and instituting that therapy as soon as possible. (16, 17) Recent studies on the prolonged use (for up to four years) of pirfenidone and nintedanib (18, 19) have reported that the effect of those medications was maintained over the study period, given that the decline in FVC per year was of equal dimension. The question at hand is mainly related to the potential effect that those two medications have on other chronic progressive fibrotic diseases, especially following the recent publication of results suggesting that they have the identical effect of decreasing the degree of functional deterioration. (20, 21) Idiopathic pulmonary fibrosis: accurate diagnosis and early treatment
In a real-life study published in this issue of the JBP, Pereira et al. (22) evaluated a select group of 57 IPF patients who benefited from a program providing free access to treatment with nintedanib, describing the safety and tolerability of the medication. The patients included in the study were diagnosed mainly based on imaging examinations, only 22.8% having undergone a surgical lung biopsy, which is in line with data in the literature. Regarding adverse effects, and corroborating previously published studies, (23, 24) gastrointestinal symptoms, especially diarrhea, were the most frequently reported in 78.9% of patients, being considered severe in 22.2% of the patients. In contrast, an increase in liver function parameters was observed in only 1 patient. Adverse effects were largely responsible for permanent discontinuation of treatment in 20 patients (35.1%) and dosage reduction in 21 (36.8%). Continued publication of real-life studies from various geographical regions of the world, such as the present study, (22) has been central to acquiring an accurate understanding of the tolerance profile of antifibrotics.
In conclusion, in the current state of the art, the differential diagnosis of IPF should be made as accurately and as early as possible so that patients may have the benefit of antifibrotic therapy when they are still in an early stage of the disease.
